REMARKS 

Clai m s 1 .74arepe„din 8i „ t heab„v e -referencedapp l ica,io„. The Examiner has rejected 
d a.ms -4, C.a, mS 4 6 - 7 4a re ^,„ dr a wnftomconslderaao _ dhavebeencanceJedh J w 

"'• 3 p t ^ ^ — NW " >• ^„ added, and support for Cain, 
75 reCtng RNA inhibiting a 8 e„ ts cm be fou ld 0 „ page ^ ^ g _ ^ r 

*a no new .naner is presented w„„ mes e amendment Applicant ^ ^ 
Whom prejud.ce m a toe application subject matter amended from the Cairns by the 
Amendment submitted herewith. AppHcan, respectfuHy reauests consideration „f ,he amended 
>a,ms presented herein and re 5p ectfu., y submits tha, Cairns !-45 and 75 are now in condition 

ior allowance. 

Applicants amended ft. Specification as requested by the Examiner todetete 
readable form and a paper copy are also submitted herewith. 

/. Reject of clams 1, 2, 3, 30-32, 36-42, and 45 under 35 V.S. C. § 102(b) ■ 

^ E ^inerhasrejec.edclaimsl,2,3,30-32,36-42,and45under35U.SC 6 102(b) 
- betng anticipated by Nakanishi „ al . (Pmc . Nall . & ,. ^ n ' >' 

Exannner s te ,es ma, Nakanishi e^teaeh the expression of an,ise„se P 2, RNA in G. arrested 
e„s wmch resulted in DNA synthesis and entty of the cCs into mitosis. Nakanish, I a, 
however only teaches the expression of antisense p2, RNA and entty i„,„ the cel, cyCe in 

herewtth rectes the use of either stem or progenitor cells. Since Nakanishi * does no, teach 
and therefore, Appl.cant requests that the rejection be removed. 

//. Reject of Cairns 1, 2, 30-32, 36-42, and 45 under 35 V.S.C. § 102(b)- 

The Examiner has rejected claims 1, 2, 30-32, 36-42, and 45 under 35 U.S.C. § 102(b) as 

Waltoan eui. teach a method wherein Cones comprising a homozygous de,eti„„ 

resulted ,„ abrogation of the G, ce„ cycle checkpoint such tha, a,, cells passed tough S phase 


and resulted in the growth and proliferation of the cells. The disclosure of Waldman et al., 
however, is limited to the human colorectal cancer cell line HCT-1 16. Since the present 
invention recites stem and progenitor cells, Waldman et al. cannot anticipate the claimed 
invention as amended herewith. In addition, the work performed by Waldman et al. 
established cell lines, which have been selected to grow in vitro, is not indicative of the effect 
primary stem or progenitor cells from patients. Applicant requests that the rejection be removed 


in 

in 


///. Rejection of claims 1-21, 27, and 30-45 under 35 U.S.C. § 103: 

Claims 1-21, 27, and 30-45 stand rejected under 35 U.S.C. § 103, as being unpatentable 
over Nakanishi et al. as applied above, and further in view of Rivard et al. (J. Biol. Chem. 
271(31):18337-18341, 1996). Examiner cites Rivard etal. as teaching that enforced expression 
of P 27 in cells causes G, arrest and that reduced expression of p27 using antisense constructs 
results in DNA synthesis and the growth and proliferation of cells. Applicant submits that given 
the limited teachings of these references, even if they were combined, they do not render the 
claimed invention obvious. 

First and foremost, neither of the references teaches the use of stem cells or progenitor 
cells as recited in the presently amended claims. As described above, Nakanishi et al. used 
human fibroblast cells (HCA2 cells) isolated from neonatal foreskins. Rivard et al. used Chinese 
hamster lung fibroblasts (CCL39). There is no teaching or even suggestion in either of the 
references that stem cells or progenitor cells might be used. Given the substantial differences in 
cell biology between fully differentiated fibroblasts and pluripotent stem and progenitor cells, 
there is no suggestion that stem or progenitor cells could be manipulated in the same way using 
P 21 and/or P 27 as described in the cited references. Furthermore, there is certainly no reasonable 
expectation that experiments performed in fully differentiated cells could be easily translated into 
stem and progenitor cells, whose cell cycle control can not reasonably be assumed to be the same 
as that found in fully differentiated cells. Therefore, the cited references even when combined 
fail to teach or suggest the use of stem and progenitor cells as claimed. Applicant therefore 
requests that the rejection be removed on this basis alone. 

In addition with respect to claims 4-6 and 35, wherein both p2 1 and p27 are inhibited, 
there is no teaching or suggestion in the cited references to combine both teachings to achieve an 
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■nh.b, on of ^ p21 ^ p2? „ readjng ^ referencei seems te 

seem ,o have me same fimction, there would be no reason ,„ ^ 
anyonece, 

~ of Cairns „ ^ 35 . ^ (herefore ^ wiftdrawai ^ 
those chums rec lt ,„g the i^ibition of both p21 and p27 activity. 

iK Rejection ofclains 3-6 «rf 22-29 unOerSS V.S.C. § 112,fi mpamgrapn . 

su bj ec t i^irr 3 h 6 r 22-29 stand rejec,ed under 35 usc - § 1 12 - - — * 

subject matter whtch was „o. described in tbe specification in such a way as to reasonabiy 
convey, one s k i„ed in «-e,eva„, art , ha, Ute inventors, atthe time U,e appiication was fiied 
ad possesion „f me Caimed inventton. The Examiner maintains ma, since the AppIicai , t dora 

t S ° f fi ' in8 ° f 11,6 PreSMt — e, me Examiner beiieves the 

wn,,e„desc n p t ,„„re q uire m c„tha S „o,bee„ m e,.App l ica„ t d 1S a g rees,ha,thewri,,e„ 
descnpnon has „„, been me, because one of ordina^ ski,, in mis „ reading me Specification 

—s, e,c, tha, inhibit p21 „ r p27 activity wou)d be ^ ^ ^ ^ 

A, me t,me of ffling, the inventors recognised that p2. and p27 activities are critical in 

ec^oogy, .nhibi^acivi.morder.o expandcehpop.a.ions.Theinven.o.cihad 
■nvenhon (see page ,8, beginning a, iine ,7). As evidence, listed i„ dependent Cairns 22-29 are 
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^enforagentsabletoinhibMl a „dp27 As H , S P- f -"°". onecould 

H Example 3 describes the use of 1 " * W 

Clearlv on. „f • ! ' ^ '""""'"a' to inhib " «* activity „f p2 , 

Cearly one „f sklll m the ^ reading ^ ^ y p21 . 

- Possession of the Canned invention a, the time of ffling a" ~ 
rejection be removed. PP * eref ° re r ^ uests that 


y- Rejection of claims 1-4S mder „ vsr . 

" UJ,C SH2, second paragraph: 
Uaims 1-45 stand rejected under 35 u S r s i n 

regards as the invention. Particular (he c ^ ™ ,k «* 

w.ld- ly p= P 2, activity" andT ! '° """"^ ""»«» 

.e™,w^ il„ ^"^"^ ^.nerstatestbattne 

«... ap^lt^^^^ 

'eve! of p2, and p27 activity in a 8 ' aPP ' iCati ° n - A ' ,h ° Ugh 

ce" or a g e„e,ica„y u „a„ered cel, would have ^ lyp ,. p2I ^27^ T 

with respect to claim 2 in which the „2, „ f t Forex ample, 
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-social w ith m. |f A . ' 5m AMn * " » «« toe i s „„ fee 

Acooun, Nu^er: 03-, 72 . " ""^ "'^ "» *» * « 


Respectfully Submitted, 


Choate, Hall & Stewart 
Exchange Place 
53 State Street 
Boston, MA 02109 
Phone: (617)248-5215 
FAX: (617)248-4000 
Date: October 8, 2003 


C. Hunter Baker, M.D., PhL. 
Registration Number: 46,533 
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